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A novel human-derived G protein-coupled receptor protein or a peptide fragment thereof; a nucleic acid encoding this receptor protein 
and its derivative, etc. The G protein-coupled receptor protein derived from human hippocampus or the nucleic acid encoding the same and 
its derivative are usable in determining a ligand (agonist) to the above G protein-coupled receptor protein, as preventives and/or remedies for 
diseases in association with the malfunction of the above G protein-coupled receptor protein, as gene diagnostics, in screening a compound 
capable of changing the expression dose of the receptor protein or its peptide fragment, etc. 
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E?y#-*§- : i -r^snsTa j m^i tmnmizm-oT = j mum t l 

L < \*m 7 0 %J£A±, £ 0 if* I- < te&J 8 0 %^±. $ b (Iff* t < TO 9 0 % 



iQ£?*L< te*<J0. 5~2{g) T^^^t^iLt* ^nbCDffiH©flS 
= yB6E^J4'©l*fctt2®^± <S?£L<te, l~3 0lifig, £0ff*L 

L^T^y^gB^Js ©@e»^: i-cwtt>-$n%7$yw®ffl\zi&rz\z2m 

JEJL± (ff*Ktt. 1~30«- J;r)»SL-<ttl-10flgS. 2bH 
£?2;L<«i&til (1~51@) ) ©7iyi»t/:7SyW. <S>E?'J# 
1 TSIto^n^TS yBSSB^J + GO 1 &t£\i2m£k± ($?£Kte* 1-3 
0i@*IS> ck0ff*L<«l~ 1 0flSfI^^bHff*t<«M(l~5f!i)) 



5 



btl^o 
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cot a 7 mvme: t a j Mictif;/ = ,' sutizd ^m ^m.^ 

n*^ - ^ - tt^c^m i.*)ix*-> )i*im) T'?^. ge?'j#^ : 
5 i ts« ;f;o7 s / mzmz-tt-? s m= 7' * -s e st & « u > -f s > * 

^ t- !17 '1/7H=^ u-— ; - -r no - ; 7* <£>■©/*/•. C^«^'7 5 H (— CONH 
2 ) 5f;lil 7 .f 'U i-COOR) T^tt^U. 

^iTX7.f)i;:o:tsRiLT:t R^ii, ^^n-, x^;i-. n-7nt: 
10 ;k -r \/7°n en ^ l •; ;in --^^'i^^ioc ^c.t.'L+jus. {*y*.i£\ v7 

jk a-t^^ii^(i;^c„. ! T'j-'M, os>7k 

£<Z)7 -Xjl - C 1 . J 7Jl+JlSt)L<!ia-t7^^^Uj:^«a-t7 

, >U _ M ^LTt'^n. .^.il/#+vJH^7a Hb£/clixXx;Ht:£ 
tlT^S^CT^^^^CO-l- t^-ISS!:tStl5. LlCOigfiCOXX^l £ 
LTil f?yAti*±ICL f;Cm5S<7)XZ-T-^nj:>i:^fflV»6nS 0 

n ^ co ^ -t x 5jsis o t ^ . ' s fr&rnrn {Mtl&s 7-t:^;u 

t£ECDC 2 _ , T H * 7 f 'I Sfc i: CO C 1 _ 6 7 > lUSfc t'JTffiasnt i ^ t, co, 
N^»>"±ft:flT«£*l£J5JtL Ti^l ^ S 'l-S^c: a 771/^ a >&{bL£L& 
CO, yi^ftiOTa .'!g(7'^j$I±iOS^S (fflAl*. -OH, -SH, 75 71- 

25 -f syy - 'ii, -r:- h-u-Ss 77-> /Ife£') a«3Syaft:fitfI£ «*JAii\ 

7MSH £ ft 7 1 -5 to . Sol i Jiff i^Tj-i^^ L l ^ ^ o ftt & >7 1 7 St & E (O 
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J&^*£ (Hydrophilic) TO) T^5t^^nm^^<7f 

£fc> (Hydrophobic) TOSr-SBlC a&^7°^- H fclTOtCffl 

0%J^±. Sfc^^L <mt)9 5%«-h©fflI«H4S:WrSTayBgE^JS:^-r. 

£b<te. i-iofiig. £bt^?£L<«Mi (i~5® ) ©7a;i 

2 0<BfIJg, «k9$P£L< tel - 1 OiSS, £ L< tel&til (1-5 

IS) ) ©t^/^TOdu ^-cdt^ ymSE^'J^co 1 £fcte2fla£U: 

sfc. *^M^^H»ic*iig^a^*Ju#^->.^* (-cooH) 



WO 00/20455 PCT/JP99/05366 

16 



^fz'.t^J U— h ( - COO" • ZT^Std-, hi'j S2 L #58 98 © ^ > - r! 

KOZi<. C»7iF (-CONIL) *fz\ZJL7^)l- (-COOR) 

sm\t : ±i*fo-CWW c *l£j£L fcGlnrt- tf P y )V* ^ b 7c txTX^I*) 

^^e^cTj^^"^ HiiC*«^il^.^;U#^^H'S (-COOH) 
£fc(£#JU#4=-->U— M-COO") T$>£^\ ftfjaSbfc^^^O/^W: 
0^< > (-CONHj StaiXf,^- (-COOR) T 

"C rj Jz l^o 

*^Hq (75 u- -t: y ^ - m & ft £ 7c i« £>SP# ^ ^ H (D^ 1 b T \t . 8t si tz \t 

>m. &<t7km&* esse) <t©&. ^suMtm (#y*.«\ ^° 
□ tfri->m. y-^m* -?i-i>m. ha^s, ra« ^x>^, u>p§£> 
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yi?)V7)lZi-)imm, 4-/fJK>XkKUA7=M»H, PAM&flg, 4- 
^ 4 _ (2', 4'->>'^ h-=^>-77i-.n-FmocTS :7 x *->tStllM& 

&mmz&m^fc7 5.;WL&* m<jt-fz>?>^?n<vffiWM>oiz, 
(D&mm^mzm\ mm^m^^^^o Rfo<»m%.\zmm^2>M 

cfc^Stt-fb^^^-tifbTOJ^O^J (flIAtf, HOBt. HOOBt)it=btz^iiTa 

j m *m%mm ^tziz. ^ «hob nxfUo^ 

hhoob ijix^^tLx^^^u^umr^ /^(D^mt^nt^rc^zmm 

te\ N, N-y^fMilATSF, N, N-y/^Jl7t h7 = F, 
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n*. sttft:^ n/c" = . 7 ii^iii^ 1.5-4 'SiiffjTffl i'^v: r ;> 

10 ^i^Jl^XJU Cl-Z, Br-Z, T^T>TJ^+>',t.)l#^Jk hU7JKfa 
T-t^-'l, 7^D-f H, 7.11 2--hD7x-.. ! L7,;l/7xZ.Jk '"7l 

*;i-#=^->;i-Sfi. f'LtiS\ 7U^;Lx7^.^fb (tf'JAtek x^u-, 

7°Db°JL 77^1^ 37— ~>r 'J— ^jL, >^P^>^'k y^DA^yJk 

-^nn^>>;H7fiU OttHUJUXf'lft) . 7xt>'iH7f 
;HL, --'O ^-^-iv JL^xH-t H ^ ~J Kfc. ^-yt'J-7*h* 
20 x;Ut K^v'H'fk, h : J^,'l t H^> r K{t7ii'tC«fc^Ti^a|-r5^c5:*iT^5. 
-fc'J ^ -^TKKSIi. (*J x^^WtST^iax-T^Mbflcfc-o TWISTS) 

^x;l s. x h=^->77 f i ^x^s^if^^ss^'bts^cnss^if^fflt^n 

25 5c x— x.JMt!3iiToSi:L.Ttt, -<>>";iS, r^hH 

^□-;'X^77^/-H-147K^S^^IiStLT^, F'JA^\ Bz 1 . Cl 2 -BzL 
2-zhD^>y)l, Br-Z. 5— U— y^^Tiif^^V^btlSc 



WO 00/20455 ^fc PCT/JP99/05366 

2. 3, 6- h U ^^il/^>-tf">X;U*— ;U. DNP, ^OxJl^^^^k Bum, Boc, 
Trt, Fmoc&^ffl^bttS. 

5 2, 4, 5-bU^nD7x;-;k 2,4-y^ha7x;-Jk yT/^WJ^ 
— )V, A°^x b D7x7-Jk HONB, N-hFD^y7^y5 F> N-hFn^> 
7^M5h\ HOBO iCDXXT-AO te^ffl l> btl^o I^£)7 5 7 ScD?£ 

xy— jk 7i;-;w ft7-7-Jk 

iSiLTffl^btl52, 4-^X hD7 x-Mttft7xy 0 6$ 

M 51 J; o T t) P££ £ tl § o 

^7°^K (*>/^ft) iI^HffM^§IS^TM^L/im, l^^^Hil©N^ 
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m £• a - T 2. ./ » <T, §SS £0 ^ £ ft* ufc* > /1>MiC^©* > U # * -> ) ^ S 
O f?.§IS <D & * L fz 5 ^ ■ ; :7 K i L , Zc^-PJi 7 >/l7K£:±fc! L 

K^&!l*if-$m.££I2f£ L T fit Si L . 3£^1j^*^^^^T^ - (hT*p/fM^ 
*^C0^ > 7l#St©aS#'s7^ F^/rii^O^i- g#:^^a^^7°^ HCD 

& 5)c?* i z$t -d t , $> & u cz) 3? > / n° 7 m £ 31 m U ^ ^ ^ - if -c' I^tT 

S^tHJ;oTSSii-r-5^<tA^T^So K <Dt$f&m t. till f*J*.fc£. 

stasis. ^ffl^dcfsou-rnc^oT^^^. -rtztt, ^fgB^^w* 

•I'M. Bodanszky & =t V' M. A. Ondetti, F >>-fc->7, (Peptide 

Synthesis), Intersc ience Publishers, New York (1966^) 
^Schroeder&cfctRuebke, if ^\T7°^ F (The Peptide). Academic Press, New 
York U 965¥) 

■a^Mm^to, ^^n^os^im c 197550 

U 977*10 
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m \z&t*'& <=> nfc^^ cot? & k «t -9 t isgt# i^&f 5 ^ t //-t # 5 . 

5 MiOHz^-iei^^ - KTS&SBB^J (DNAstftRKA, $f 

U^^WFiLTH ^^©Ut^-ie^Sn - KtSDNA, m 
RNAfWRNATfcO. r*|t*oTfc, — ^igTSoTt>«tt^ — *II 
<73#£fc£, Z*IDNA, r*iRNASfcilDNA: RNA(D/W7'U7F 
10 TUK — :£$I<7)iJ^te, -fe>XSI (EP-5, =1— Hil) T?^oTt)> 7>3=- 

*iB|£Dl/t7^-SeS^3-Ft^DNAibTil ADNA, ? 
yADNA5'f7*7 l J- 8flfBbfc*IBII& c DNA. f<!f2L/c*ffl!& • 

IM©cDNA7-f7'7'J- ^DNAtD^fnTfei^, 7<7'7U 
15 -Cffifflt5^^^-H /^f'Jt77-'>*. 7 7X5H, 77 
— v5 KtefVvrn-tr&^Tfc.kV*,, ffia5U^*fflfl&-3fflfiS«kt) total RN 

A£fc«mR N AM^^tSSg^TcfecD^fflUTii^Reverse Transcriptase 
Polymerase Chain Reaction RT-PCRI£tW5) ^£-pTig*I 

20 JMfcWKte, ^©l/t^-ieRS^ - HtSDNAibTH fllx. 
(£, @S?iJ#^5- : 3^fc«E^J#^: 4T^b£ft2>£gB5?>J£^rr5DNA, 
£fc«SE?iJ#-f§ : 3 S^telH^JS^ : 4T^2n§i&S@r2?iJcbA< 7. h 'J > 
vx > h fc^fTFTA-f y U ^< XT £&S@2?'J £W U *5!l©^^- 

25 Stt^ l/-tX^— 161^3- Ht5 D N ATJ&ntfHncO fcCOT 

E?|J## : 3 £fc«gE?iJ#*f : 4t^$n^.MIE?iJt/W7''jy'f X'T 
t-5DNAiUT(l #>Jx.«\ l£^J#^: 3 £7c«gE?iJ## : 4Tg<?$n5 
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^i- t- ^n — ->;7" (Molecular Cloning' 2nd (J. Sambrooket 

5 ai. . Co id Spring Harbor Lab. Presi. 1989) ;i8S«fcO#i£& E'.Zfe^ Xftfc 

fl'WX h U >> : i> hft&ttitt. MAfcf, ^ h 'I ^ 19-4 
10 0 mNL *f £ L < fi^J 19-20 mMT, 5 0 - 7 0 C C, L < IS 

*t 6 0-6 5 r.^^^Sr^t. + h 'J ^-L«g#ftJ 1 9 mMT'iSI^g 

tftSUt^- 161*^- KfSDNAtLtli. ffiyj#*§- : 4Tr^^ 
20 O^^H^cDg^^y^ K&n- HToDN AS-^tst* tfT\Zfc< , RNA 

f b l /i * o i > 1 1 & /g $ n tz g g a k & & §y i/ -t 7° 9 - n a n £ u - k t § d n 

URN AO£j#XiiMf££Pfi*T£;:<h^T#£#\ &<5t^te 

g w&mmzm v ± y ? —m a nmm r n a t ^*as^ffl s^r t t g 
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^ h\ ~bl& g m a «#mssi i/t^-ies^iRNAi #m k / w x u y 

Ml/XX^-l;6ft3ife^cD^£f$tn • ^PT^WtC^fflTfeO, tztzffi% 

tenure r^t-aj ttt. ^^u-^h (&so (Dmmx\t^c<Dffiffii*frt> 

10 aK^SSHz-tX^-^fiKjie^O 5 ' 5ro^\7ti>;i— X, 5' $56-^- 
X^X • Utf-K 5' ^U^X^FTOP^^ F>, MM 

h-fm*&> oRFaiRMte^ f>. 3' mmmmm. 3' «a°u>fd- 

15 5 5. 

fl% te, *f ^#3 t/W7U XX XT 5:i #T t^^'J?^ V^J- Fi©i#ll 
FWu 2 -ft+-> - D - U tt^o# U f^y? ^ 1/^ 

>M©N-^ l j3y HT^SfOiJO^'f X<£>#U X^ F\ 

25 X^&S^tt^f^-f^iES^&O^^ l/^F^lTT 5) &£'7^Wb 
n-5. ^tlbH 2*§IDNA, l*aDNA, 2*iRNA. 1*IRNA, 
£b>tCDNA : RNA/W7U7 KTSSCt^, £ b (C^ffr^ 'J 

(xmmm^v x^ f) , ^bt'ii^ofii^c^^n^n 
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X^T-— K ^X^Hlxx^H, ^X^A7$r-h. ii)lrt*—hU2£) 

5 k ^xrnp>~^-fx- h^^f) ^m-Dx><D. {sj^isies (^^ut— bf, 

v^M^ftoO^^, ^ ffli $ ft fc^ <D M © » ^H^a £ o «fc 5 
tffe®TSoTJ;li. f^^ft^c^^ U-^HR^gfliSftfe^^ U^Htt 
^&SftTUT«Ja »„ 

20 *^H^(7)T>5 L iz>7. • tf'J.^U^F (i, RKA. DNA, & 

£^{i^g&£ft/!:t£& (RKA, DNA) i^fiSi^ftfe^ESEW^WJi 

7S H-^^-'J U'i"-> h*7= H(Z)^(3f£Sii'f4(DfeCD^lf <=>ft£^\ 

ft $ ft § t, (73 T U t i . #5893 <D T > ^"fe > X V&k<D ct -5 ft T 

25 L < 15 It $ft -9 -5. -ftSitt* fflmfaX<DT>T-t>X&.m&<kK)&fefc 

& go UTS, T>-f-tr>x^c7)^M^t4^ct D mifch~r%±.>7> 
iS ic #T s & & «fc 0 * # & & <a ti "T 5 , ^ L T t, L #14 & S ft b 7 > ^ 

d-5 LT{^tr5tt^!$^ffT^^< fcie>ftT33 0. I. Kawakami et al. . 



WO 00/20455 
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Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Crooke 
et al. ed. , Ant isense Research and Appl icat ions. CRC Press, 1 993 t££\Z 

U ji^ a K 1>mtf*>*i2>. ^^Ufcferon 1£g£ 

©3' sssfesvitts* t&\ztfmzi£zz.ttfx-g, mm. ft=m?>>7v* 

R N a s ef&H<D*!7 U7~1zlz£&ttffi%:m±-rz>fz&(Dib<D&m-f 6 

^fgejCDgB^y^K^:]— KfSDNAilTli. MaiL^:*5S^^SI5^- 
^*©cDNA, (tuIELfc« • $flf$ffe#tf) c DNA7^^7'J- dJSD 
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mtc l fzmm • 0 m R N AM -ft ~ mm L It t O * m I - ~T HigRcverse 

Transcriptase Polymerase Cham Reac i ion (JWT\ RT-PC R?*iE§£r."t 5 ) 

mi*6tJiI^> :£^og&#-^T7°?- - Ff'sDKAilTIl Rtl*\ 

5 (1) K?'Jf&-^ : 3 ^rr:«?'J## : 4 T ft i~j c n 5 ^ SSS £0 *ftoDXA 
©gE^ffiS^ * ft 5 DXA, Sfcii .2) E?iJ#ff : 3 £fc!3E?!l#*§- : 

-5 is *<i & # l ■ . * :>§ B J! ^ ■ -ti X * — m a k y =f- h <h % k b^! ; K' tf> i§ 

<fl|. U > H > XX.'Hf fgSiifr^^ i'> *:ft-5 U -fe"?**-a 

10 fig^n- HtSDX A CDgl>7t &g E?iJ?:tt5DN A Z tsm t - b n ib c . 

gg?ij#£§- . 3 : 4 -rjigfc^no&SSEJiJ/W "7* 'J ^-f XTt 

SDNAiLT.'t MtlI£> @5-^J#^ : 3 £/il££*»l#^ : 4 tl-Sltt 
SIE?iJ i^7 0 °6 J&Lt . ff*L < li&j 8 0KW±. .tOffSK 9 0 C| b U 
±. LsteSS 9 5 %^±^4SIWl'l±*W-t.5^S-S2^]^'af t*DNA 

is ^cif.^fflt^ns. 

?—m&mtmttZ>) HT5DNA©i7D--> ^'©^ i b 

T Si. # u-t -f 9 — m a M OgC^^SiS^J £ Wt" l.s^DNA^'fv 

20 D X A &-£5£BM<. T .> '/t 7 ^ — IS S <• >ii-£pMfe£* -Kto D N A 

^— • 7 □ — ~> h" (Molecular Cloning) 2nd (J. Sambrook et al. , Cold 
Spring Harbor Lab. Press, 1989) \Z.%HM.<T>T}\£t* if Ttt& -5 - 

DNA(Z)lgIE?iJ(/")^iK. ^^OCD^^ K {dte. Mutan™-G C^'IiS (ft) ) , 
Mutan™-K (5L7@3i (ft) ) &££flH*T, Gupped duplexji^Kunkel&fcifO 
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^ p_ y^ti tlfz U-t -mBW & 3 - K-f S D N A US mz J; 0 ^ (7) £ 
t5^iAiTf5. ^DNAI^©5' *M"JtI^IRM^3 FychLTOAT 

g^i- ^/t3' mt^m\zitmmm±^\ t >tLx<DTAA, tga^/is 

& £ D N A 7 y 7° * - £ ffl ^ T # i n T £ Z\ t T £ o . 

7°-9-m&n&^— FtoDNA^bSWit^DN AI0rM"Sr^J 0 tij L > (P) 
HDNA l*Jr>t £: M ^ ^S^^5'- , t'07 5 n : E-^ — (DTffi, \Z JIUST & Z\ t \Z 

io ct vmm.-tz>z.ttfx<&2>. 

^ill^O^X^H (#L PBR 3 2 2, pBR3 
2 5, pUC 1 2, pUC 1 3) , tt^MS3fe(7)y^^a H (#J, pUB 1 1 
0, pTP5, pC194) , Mm&M7°7XSi H p SH 1 9, pSH 

15) , A77-^t'©/^f l Jt77-v. 1/FD7^JV7, «7^v— 7 
15 y\*^3.n^7'f ;U^^c^f©i!j^^-f ;^^<Jf^te, pAl-11. P 

XTl. pRc/CMV, pRc/RSV, pcDNAI/Neo&t^ffl^ 

20 $i±iLTffl^5S^H SRa^nt-^", SV4 0 7'nt-^-« L 

Ztl<o(0^^>. CMV7°Ot-^- SRa7 o 0t-^-ft£$fflW^W 
SLli. ii^iyx'Jt7IlT*5i^tt, trp7"Pt-^-, lac 
25 ^n^: — ^ — , recA7'ot-^-, AP L 7'o : &-^- 1 PP^o^E- 

m^v^)i^mmx$>^m^^ spoi7'd^- sp 

0 27'd^- 1 P e n pynt-^-ftt*. P 
H0 5 7'n^-^-« PGK7'nt-^- GAP^nt-^-, ADH7'o 



WO 00/20455 PCT/JP99/05366 

SV40o r i >BSf*TSi|#^'&o) & £ W L T 1 1 £ h (7) Srffl l>® d t 

5 a.-cs*. ii^--A7-> l Tit. mx.\£* i^^ummmjtmm cj^t. d 
h f r tv&ft-rzm&frfrz^ ae^f i^vh^t-h cmtx) iiffi . 
7; 'i-:''J>iMiatef ujit. Amp r >ms*rr 5^£#&£>) - 

> ^ Bttifii 1 (UT- N e o r >H§&T G 4 1 8 ffitt) 
^[iono. 4#tl, CHO (dhf r") ffl^ffll'dh f rite^fciStR 

BMco^mp^Mlzi^Q't ?g±#x->x'J h7JIffi~?$> ; s>*l'c?^ PhoA • -> 
y^-'UE^J, OmpA • v^^myUte^, ?§±7^/ WUX/SMT&^^-n te> 

MFa • y^tJH2?iJ- SUC2 • ->^7";HcW=C if, It 

IviU tTJSM^AWJi: L-Tli. XS^x 'J t7- □ 'J (Escherichia col i) 
K 1 2 • DH 1 (yn> — > > 5/ X • "ty • If • i~'>3±)i ■ TiJ^^ — • 
25 T 7 " • "tM X>->-f X • ^"7" • If ' 4i— XXX— (Proc. Natl. Acad. Sci. US 
A) , 6 0i, 1 6 0(1 9 6 8)], J M 1 0 3 9 I y ? • 7 -> X • 
ij (Nucleic Acids Research) , 9#, 3 0 9 ( 1 9 8 1 )], J A 2 

2 J r>' ^ — -r ^ . -j--7 : . p •7— • A-f (Journal of Molecul ar 

Biology) ] , 1 2 0#. 517(1978):, HB 101 Cv ■v-^Jl' ■ ^X • 
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tl/ + j.7--A'^Dy- 4lt, 459(1969)] , C600 Cvx 
^tvZT. (Genetics) , 3 9#, 4 4 0(1 9 5 4)) fcif^ffl^bn&o 
/WXlItLTH 0>J*Ji', /WW-X^X (Bacillus subtil is) 
M I 1 1 4 2 4#, 2 5 5 (1 9 8 3)), 2 0 7 - 2 1 VJ^—T 

5 ;i/ • • ;\~-f ^-^5 X h 'J— (Journal of Biochemistry) , 9 5 #, 8 7(1 

9 8 4)) tzE-frm^bft.*. 

^itbTit #J;U£, +ry D^-f-feX tUfyX (Saccharomyces 
cerevisiae) AH22, AH 2 2 R ~, NA87-11A, DKD — 5 D, 2 
0B— 12, y'/f^^OT-f tT, (Schizosaccharomyces pombe) N 

10 CYC19 13, NCYC 2 0 3 6 , t:^7 /Uh'JX (Pichia pastoris) 

£3fcflc{fciHHJlS (Spodoptera frugiperda cell ; S f fcfflBS) , Trichoplusia ni 
(D^m^M(DMG imm. Trichoplusia ni COW S*C0High Five™ *fflJ]£, 
15 Mamestra brass icae*5fctf)MJ&££:HEs t igmena acreaa*©*fflflS^ V> b 
ft£>. Mfi3fe8tffc*ffl!i& (Bombyx mor i N ; Bm 

Nmm) ftf^v^ns. t£s fMibxn, sf 9« (atcc 

CRL1711) , Sf 21« (&A±, Vaughn, J. L. • # (In Vivo) , 13, 

213-217, (1977)) &<!:7&*fflV> 



- (Nature) , 3 15#, 5 9 2 (1 9 8 5)) . 

fhfyW&t. LTI1 trJ«COS-7, Vero, — XAA 

X^-Hfflfl&CHO (EAT, CHOtt<hlB§fS) , d h f r iHS^t^ W - 

-xaax^-iicho (jwt, cho (dhfri mmtmtv , 

25 7L«, Y^XAtT-20, 7r)x $ i D -7», 7-yhGH3, th 
F L Mfafc £-t)W>t>tlZ a 

- (Proc. Natl. Acad. Sci. USA) , 6 9#, 2 1 1 0 (1 9 7 2 ) > 
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(Gene) . 1 7#, 1 0 7(1 9 8 2)UE dlEiScO^&i-fijEo Trr£: t Z hfr 

> ; -<-^Jl • >i.tT^ y y 7. (Molecular & General Genet ics ) . 1 6 8 #, 
1 1 1(1 9 7 9 )izE\Z%d.WL<n'fi&i\Z'&-oX'ft fc"5 - t^5 = 
5 » # & JgiHEtt T 5 K fi* #J A J£\ ;* v > • X >1t -f tDy- (Me t hods 

in Enzymology) , 1 9 4#, 182-187 (1 9 9 1). V*Ui — -X>XX • 
3"X • +f • X> 3 XJl- • — • ^XX • 1MX> X ■ XX • -X' • x— 

XXX- (Proc. Nat i. Acad. Sci. USA) , 7 5#, 1 9 2 9 ( 1 9 7 8) 

(Bio/Technology) ,6, 47-55 (1 988)) & E I CIlEfE life Tfrft: "5 - 

t^M£ftmfc#/Xo(iW;, #I*J£\ MX^S'Jffi}8f/riifflBax^^itXP 
hn— ;k 263-267(1995) (^jH&fSfi 1 ) , XV DDy- (Virology) , 
15 5 2#, 4 5 6 (1 9 7 3 ) (Z32*E©;£ffil3fl£o Tfr& 5 Zl £ #"1f # . 



20 0>£WU:£.R£:&*fflL liH. »^#J^-Wfttl^-aWi±L5t»bn^c ^^i: 

^Xb>. #-t?-r>, i*ix^x, ai^ v a aawj 

25 A, M^^y^AfeWlfbn^. £fc, gfe, tX5>«. ^^{Sil 
E^fc £ SrgsiD LTticfcUo igilli© p H te**J 5-8 

lyx U h7Si&g*t^^©igii L td ts^r 
a 7@££-afrM 9ig±ll! UX- (Miller) , X J r — XJU • XX • XX X^< U ;* 
>X • -f > • ^ U ' X:r ^X << v 9 X (Journal of Exper intents in 
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Molecular Genetics) , 4 3 1 -4 3 3, Cold Spr ing Harbor Laboratory, New 
York 1 9 7 2)«L^. Z\ Z\ \Zi&mz& 0 yo^-^-^-t < 

?g±#Xvx'J tTKffiCDtll^ igft^ilS^l 5-4 3°CT^ 

?s±#/wuxjgM<z)^^ t&m-mnmz o~4 ora6~2 4raff 

(Burkholder) «/h±£il!l [Bostian, K. L. 6, ^ zfu'y-Vyj 7l • 
■ If • • • -tZf • lMX>>"f X • - =L- 

XXX- (Proc. Natl. Acad. Sci. USA), 77f, 4 5 0 5 (1 9 8 0)] 
-^0. 5 %*ifS ;l^tt?> S D^it!l [Bitter, G. A. r 

•ty-f-tya • 7*r 5 - • ^7 • X>W X • t7' ■ f • 
(Proc. Natl. Acad. Sci. USA), 8 1i, 5330 (198 
4) ] j&WfSftS. ^4ftCDpHtt3ia5~8HWIS'rS<7)35W*bV^ 
®#*5 2 0t:~3 5 *C Tift 2 4~7 2B3HB3fTft^ UTIM^5: 

Grace's Insect Medium (Grace, T. C. C. , ^< (Nature) ,195,788 (1962)) 

5~2 0 %<7)Jj&i£4^Mi£:<airMEM±gilli ClMX>X (Science) , 1 2 2#, 
5 0 1 ( 1 9 5 2)) , DMEM±£itii WVoDy- (Virology) , 8#, 3 9 
6(1959)), RP MI 1640 Jgiffi C^^r -^-JU • • if • 7 ^ U * > • 
^T^il'-TVyX-yay (The Journal of the American Medical 
Association) 199 #, 519(1967)3, 19 9^1 [7ny-v>^- 
^-X'-tf- VIM It^ • 7 — «1f • A-f -tuis-hJV • ^-r-V X> (Proceeding 
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of the Society for the Biological Medicine- . . 3#, 1 ! I 9oO;l 
if^EfH^n©, p H iil>J 6 ~ 3 T** ©A ^ s L i 'c t£#i3:iiTO 3 0 C C ~ 

;;i±^i: e. jilt, iRWMii^^^cGias^Si'/i:^ 
hu h>x- i o o™7iif©#®stt?fiJ^*nTtiT ! b«fc^. 
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^h'jyyy, 7Jl^-Jl/X> F^7°^^'— tf. 7°P T-f >4^— fe\ 

u # > h £ o^^n^ £ m#fHn# £ ffl v Yc x >-tf a < a y t -y -t -r & 

15 mzft^'zMi&-Tz>zttf'vzz. 

(a) ^/^ o^-— jim^M^mm^m 

yaA'>h*fi4bT!)<k^ &#t±i§^ 2 ~ 6 iSgll 1 HHTo, f t 2 ~ 1 0 
^, tH»; h. TUX, ^yK tVis. T^X^ 
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S.'i- a:M ><D?ji£ (Nature), 2 5 6#, 4 9 51 > 1 9 7 5^) ] 

d ch^T^ Oc lS£ff£3t#J <h Hit fll Ate, U ir > 
5 »J (PEG) ^ b -t> "V ^ )V7.t^H^mi bfiS*', <JiPE 

#ftaMaeBa<t -tcl mxit, ns-i, psui, sp2/o &£#a£if 
eg) &t®mmm&t(Diit^L^ktmtei ■. 1-20 .• lfis-c^o, pe 

10 G ($?3; L < te. P E G 1 0 0 0 ~ P E G 6 0 0 0 ) # 1 0 ~ 8 0 °-fcfi&<Z)ift 

^Ti^;jn$ n. *u 2 o ~ 4 o °c , u^i< m$ 30-37 t Tift 1 ~ 1 0 #[bi 

15 l3PM£i±7c@*g (f'J> ■? P"7°U— b) (Z/W yj h — Vig^±iS€:?3sfln 

fflUTfefiU. l~2 0%, «fSb< li 1 0-2 0 KEJ^JfelEmvi £ 

^tfRPMI 1 6 4 0igtt!i, 1 - 1 0 P^CD^^^Mtf ^ttfG I T^illi (fnft 

^eigin (t*) > &tz.\tj\<?'') ^--mmmmMnmwL (sfm-iol 
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W 35 " 

5 (b) =E/ ZU-f-)imk<D%n%k 

-i^y^tWkW- deae) izx^&^mm. msfo 

SJtTA^x>l IC**U *U0. 1-2 0, Sf*L<tt*gi~5<75#J^T*y;U 

25 $-&s^**fflVie>ns. 
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36 



5t±7CK > h7-/a/(> h^T5t^7n< > r7: =l! : .> h*S4lTt)^ 

C cT O c 

fs]^(3 l xmmx * ^ o u 7 d — tfitfcco ftummz. ±is © ^ / 7 □ - 

10 

(1) *^^©Giei*SS Ut^-ISICWTo U ^> K C73-7 
h) (2) *fgi©GSaSMSUt^-I6»«^i:ia 

15 ^rs^iEo^^*5«t^..''Sfcn?&aSESij, o) ae^Kfrsy. (4) #5691 
<^ ix -t 7° * - s 6 n £ { i ^ © # ^ 7° ^ h ^ 3t a £ ^ b 2 -t* S ^ ^ <0 7s 

9 fife* (5) *^BjcDU-tz7^-^aM^^«^-cD^^7°^H 

(6) *^BqoGgeM^ftSiU'-t7*^-SaS!^froU^> Hco^*ri. 
20 (7) *^Hj§<75G^6ff^tS3H--fc7^-^fim> '.l#> ^^tt^^t 
e-tt-SfL-D^ (7 3'-X K 7>^n-^h/ [ £t*i <Z>7 7 ij — - >7'7J7£> (8) 

^liy&Sfc&K (9) ^fS^OU-fT*^ — ISMtt L < li-ctfJSB^T*^ K£/i 

25 ii^cD^cDits, c i o) mmmz&rt&*m$fn-'izx.?-m&ni£tz\t s c 
©^^y^hos^ft^sfl;^©*? u-->7^&, (id *fflJ& 
Miifett§*^Bq c z)i.-t7°5 7 -Mem^fc(i^co^^7°5 : - H^a^^ft^-ti- 
s-ft^^^^^T^sa^^^E^*^^ -^fcii^sij. (i2) *mn<D 
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V ± 7 # -$s £ 7 ^ -fe -r ^ £ ffl ^ £ ^ t «t T , t h -«?L»J^ 

15 (i) *^coGseM^si^-ty^-sasi3*f-r-5u^>h* ct^-x 

20 T&fr*>> &$&W<D &—W&W , bl>< fclWfS 

^fcV-f h\ zi 1/->7A h^->> ^)L-^S>, tDh7>, /7h- 
25 >, -a-n^7"f FY, ^-tf^-T H\ 7/'J>, A'V7>r»- 3-*->r-~> 
>, PACAP, t7UfX tf)VtizI>. i])]/i^h=.>, 7 K U 7 * ^ 'J 
>, 77h77f>, GHRH, CRF, ACTH. GRP, PTH, VIP 
(^7 77x^7' -OfXr-ft^ 7>F UU-fxyr* ^U^T^ 
H) > 77b77f>« H— A°5>\ ^'JX 75U>. 7/^>^->, C 
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GRP (tJ)U>- v h'^y^F) - D-rn h'JX>, A* 

>>n7X^f>, 7DX^-y?>->" > hD>^f>. T-irV i ^ , 7H 
U'^'.;>\ a *3 - y^^Ji > (chemokine) (MZ-l£s I L-&, GRO 
a, GRO/A GROr. NAP-2, ENA-7 8. PF4, I P 1 L A G 
5 CP-2, M CP - 1, H C 1 4 , MCP- 3, 1 - 3 0 9, MlPla, M 
IP- It, RANTE S&£> > x:HtU>, X>^n#7,F'J>, h7, 
^ = -a.-P7^>>0> TRH, A>^ U7f^ ^.y^'J 

7 k tA7>\ it^^£) (Dm^few&tts^. mmmm±mut:^m 

T^F>«gf£> 7t^JI/2 ij >ig|«L *fflfl&F*3C a 2+ MM, S^cAMP 

20 :^rpS!jTo?stt) £W-roft£^ (#i ^y^H, ^fiK. #A7°^Ftt 
25 &mm-?2>z.t£&WL£-r2>o 



WO 00/20455 



# 
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K K&ffl! $ -B-fc tc*5 n £ , USB L fc8i&fl:£®ia>& l/t^-ISSSfc 

®tm<t&vi*:* *f£w<Dutzf?-w&n&tt?zMfeiz&m2ttm'£ 

Rg. 7tWJ>lSl> fcSJ&ftC a 2+ 5M, McAMPM. «c 
15 GMP£fiJc, <yyh-Jl/U>» iWlfili- »iai©U> 
Btffc, c - f o s c7>?£'l£fc> pH©i£T^t*S(Sjfrs?S1tSfett«i*!l"rsfll 

20 sn£&# £ *£*-f s - t (i «t o t«m± (c sesi u u-t 7° * - m e k t~ *£M 
25 ^jt^stt^^) ^m^r^z.t^WLtr^^m<Du±zf^-mBn^ 



WO 00/20455 PCT/JP99/05366 

n cr: t t s o t t - > Sj 4*1 b& £ m v t A fi ft 3? * -tt tc v ± y* ? - s a 

Z\t'\Z£ irntzt Zttfff £L StfJihf £>SSffg&#£3- HtSDNA 

10 <%&2-&2>rztb\Z\Z. t£DN AWrft-Z t-tZJ^zLU 0-1 )\,XIZ 
St«^^C''fiW (nuclear polyhedros i s virus ; NPV) (D^'J^ 

-tM K*#n»}-f ^yot- 37— , S R a -7°n^— ^— ^^©TSffi^Sfl^ji 
15 tf£>#$f£LU. ^LTzl -fe-7°^ — (DMiKcD^ii^ng^^^acOT^riT 
fioCi^f^, 0iJ;Ll£, 3fcjSX CNambi, P. If • is-r — j-))/ • ^7* • A' 
<tDy*Jl/-V$xh'J - (I. Biol. Chem. ) , 267#, 19555 — 19559H, 1992 

6K£^b^Ti±fcffiJfe*ue>^\ f£*§±*fflJiS£L.Tte, AM, tsm®. SI 
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fla^*^<^a^n ; 5®^-W-<i:^^^° m$&<nm^&t.l<Xte. Potter- 
ij hn> (KinematicattM) la^i^^ jgWifcldcta®^ 7l^>^^ 

btiiz&zftm&tfz.tLTm^ibtiZo mz.it. mnmwm^i&M (500 

r pm-3 0 0 0 r pro) xmmm (®«. ft 1 #~ 1 0 #) Sa4>U ±ft£ 
$ b (ZiSi 31 ( 1 5 0 0 0 r p m~ 30000rpm) XM1£ 3 0 #~ 2 B#^js 

nfflfla^^o i o 3 ~i o 8 ^-e^^cD^f^b<, io^io'w 

WiL&ttRft^tLttt, £ 3 H) . C 125 I]. t 14 C] , ( 35 S) 
&£T«L£7>^:*^>>'>« ^>^->>> 7^hV-fh\ ziI/~>Xh^ 
25 ^;i/^ = >, tDh->, Za-D^fHY, 

h\ 7°U>, AV^y^X ^ PACAP> -fe^l^X ^JU 
#zf>, h->> 7Fl/7^ya'J>< 77h7^f X GHRH, C 

RF, AC TH, GRP. PTH, VIP (AV7^r^7' ^>fXf^t 
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rU>, 7 * >J >, CGRP i > h — >> :: — > U -—r^ 

7 ^7°f h) , D-f 3 MJX>, /Of I77^f>. 7'D7^f7>y/, 
h a >#^-*>, 7 t-' / >' ^ > + a ^ ^ ^3 - 7" ^ -f > 

(chemoki ne ; (fflx. it. I L - 3 , GROa, GRO r . N A P - 

5 2 , ENA-7 8, PF4. IP10, G C P - 2 , MCP-i. HC14, 
MCP- 3. 1 - 3 0 9. Ml P 1 a, MIP-13- RANTESfe^ , 
X> H-fe'J I>^D^7,h'J >> t7>?i;\ Xh-Dt^'vO > TRH, 

mFnZmmTZo /t 7 7 7-!:H PH4-10 (ItL<HpH6~8) O 
U >U^';7 7-> HJ7,-l|KA'->7 7-&i:0 , J^> Ftl/t^-ia 

15 ig^SiSMetSIWT, CHAPS, Tween-8 0™ (7E r £-7h^X 

nf7- tftlcfco 'J-fc7* f — # > K<&##£#P*.5B6*n?PMS F, P-f 
^7>>, E-6 4 (^7"f MMK) , ^-7°.7fr;'^^07'nf7- tf 
20 Pfi^PJ^SsWo 0. 0 1 m 1 ~ 1 0mlCOMU-f7°5'-^!^ 

— ( 5 0 0 0 cpm-5OOO0Ocpm) O : ; 'Hj . l 125 I ] . C 1 

s B) £»o£#(c*5l#J<a*tSl£^s^^ 

Toe Kf£i«O°C;0>b 5 0°C, M£L<t*£j4'Ca>b 3 7TCt, *!J2 0^ 
25 <=> 2 4 &m Us; L < M 3 0 ftfr b 3 P^fr & 5 . 5Jfc*£, # 7 XltltM 

(B) /^bf^SWg^i (NSB) &3l^fc2l , 7> h (B-NSB) 
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©~(Do^^ s (c u-t -® e ft ?r^T 5 *fflBS$!i$[?gf£ 

7^F>^M, 7-fe^;UnU>jSRI. «[*)Ca 2+ Mt, « 

g^it ifflBai^^aM^'J >®Ht;» c - f o sogitft, pHcojgT^^'^^ji 

Tfiifeo T#r«¥teig*t!i& S ^ MBS fc*t££^ 5 v > j® y$ ft A 777-1:^ 
^inLT7yiM£fTfcoTt>«fcV>. c AMPMWit'Offitt^ 

*5£W<DVfi> H"i£^ffl4V hOFU^LTte, #<7)&©aWf 
l. U#>Ki*5£Jflfitas 

Hanks' Balanced Salt Solution (^nttM) tc, 0. 0 5%O^yMf7 
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-: 1 0 5 il /^TiftL , 3 Tt, 5%CO,, 9 5 % a i r T 2 B^HLfc 

s urascD l 3 hj , : 125 1: , c ;4 c] , c 35 s : tzz-zmm.Ltzitsv)* 

£ £ & il £ ?£T^f&{t L £ h o 

$^A7i H, DMSO, S-frmzmffi-tr&o 
10 (grtf^SSHifcte^ 

mffcit£ i fttmcb<D : & ioo~ioo o{%m^^Mmizmm-tz>° 
2. Mfern 

offlmz, mfemmwmim \x*2®m&Lft&* 490^1 <Dm\^.mmmm 

15 &-&7tt3in*.?>. 

(D^iili^t^-^)^ 5 m lira*., iiai:T 1 NfP^sjcS$-&s. 
zm&fz&izmmmimitSWZ 5 n 1 7jnAT*3<o 

(DKffr££P$£U 1 m 1 CDft#fflMr?£T 3 ESt^T 5. aHBStc^L/bS 
f&sitt^t-n^O. 2N NaOH-1 ^SDSt^L. 4m 1 ©iftvvf 
20 l'-^-A (?P7tS«^K) >rg^Too 

iOl^5>< -tinh->, — - — D^7°f FY, 

^ r\ 7''J>, J^/zfUyiyy, tf^hvO', PACAP, -fe^l/^>\ ^ 

CRF. ACTH, GRP, PTH, VIP (/tV7^f^7' -fW.r-f 
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^'JX 75'J>, y^v^— >. CGRP (Myh->y->'Jl^-r 

>, hD>^+f->« 7f;-», 7Hl/tU>\ a *3<fctf/3 -^r^^-f > 
5 (chemokine) IL-8, GROa, GRO/3, GROr> NAP- 

2, ENA-78, PF4, IP10, GCP-2, MCP-1, HC14, 
MCP _ 3> 1-309, MlPla, MIP-13. RANTES^a » 

io (2) *%^oGSfiH^ssu-k^— se»©st^^t-Miirs^#© 

¥ & d: IX/ * SSESU 
±82 (1) O^HisirJT, *mAO)U1z7°$>-W£imztt1rZ>Vtf> K*< 

15 MaMo^^K&BgT^a^i^ 

0|J «\ (I *5 ^ T*^ CD y ^ — 161 &WL'> L T V i S 86 Id 'J 

MA S thr S /gggE?iJl/^T#J 3 0 %(£>*BfpH4#!S*£*'l2>. MASitfS^ 
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273 (No. 1 9). 1 1 867-1 1 873 (1998): ^oli^o. M A S 3tto^ IttfcWttie. 

^m.\zft^fr<D{Zfz'i£fr£>ztm^in£>„ ifa, mas >t@[^tt^ts& 
s ft&ffi. mmm. M^-m. mnmw&^LmmBmz&^runnm 

TiSiUSS^ : £^T<t:<Z)$B£[FEBS Lett. 357:27-32 (1 995)3 dtfrb, *H 

ODNA^#a*5lrJ!iI/ hD^-f ;i/X^-j7^ — , TtV "X^X^^ — , 

-r-r ^n^j^-fe^^J^ift ltmpwh. &si>te7Kt>iy< lifn^roi^ 

KT3DNA££JI^WlCi3to£n5&&©iS#, re 
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5 ;UD-Z<7)«te>^)K^J, n->7:7-^ -tf^X T)lif>mU£<n£o 

(D x o ts. ^ ?<m ffi *t$i & <h s £ £ -£ & ft £ © il # o> ta *pj ^js k 

— ; ^ MJ^7 Ate <?£) te^asfflV^n, 3gy5fri§#ffltMM. 

15 7;U3-;u (#K x^y-;u) , #vt)Vzi-)\, (#k y°nEu>Wn 

h8 0™. HCO-5 0) tti:t«ffflLTt>«kK ffttt^tLTfi, 05*. 

20 ±ibto • f&*»jtt. mmn mxn, u >&&n«. it 

25 $ 

dO«fc^(zbT^e>ns8Si?fiJtd:^T(£S14'r*SOT, thrift 
¥Lfb$fc (#'JX«\ 7-yK 7'^, »7v, -<7> +NUft 
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J, -HSfi-JiC.'&A (60kgtL 



(C&UTIi, — BICO#^0. 1 mg~ 1 0 Omg, tf^KI^ 1 • 0-50 
mg, «fc 0 iff £L<tt£]l. 0~20mgm WiC&^Ff £*J§£^> 

O#^0. 0 1~3 OmgfIS, <ff^b<l^0. l~2 0mggg, ^O^f 
£L<li&0. 1-1 Omg^IS^^Mattll^O^-^ToO^^^^T^Oc 
■fliJCDf^CDii^t;, 6 0 k gya£0l::&3£L£fi£&-^§H(t#T#3. 

10 0MSte£5*^ £P&4<7)*i£\ -flStfj£fi!cA (60kgtLT) il&^T 
it. — SlC^^JO. lmg~ 1 OOmg, $f £ b< ti#J 1. 0~ 5 0mg> £ 

Ate\ &fcfSI<£>JBTliii?itE£A (60kgtLT) iZfeViXli. — BlCO^*5 
15 0. 0 1~3 0mgSS, JfSKti^O. l~2 0mgig. J;0£?£L< 

(3) ate^Bfraj 

20 4fc (#J7L!3\ 7-y h, ^-tt^, t^y, ~7*^, ^v, -f^, -9\)U&<i£) 

A*fclimRNAfi5S« (afifSt) £&itif<5 - ch^T?# S COT, 0«*.fcf. 
I^DNAsfclimRN A C9 fit {05 , 3=S*^JI£>£ ^tefSSHST^ ^DNAifc 
tem R N A CDii 3 U23!5Ei®#& £COfi{E^t£l#rgy <h LTWfflt*^ . 
25 2|s^Bg<7)DNAS:ffil»o±SB<7)ite^»r«> 0>J*.&, g^©/- tf> 
yWyj^t'-xa^PCR-SSCPS (if S S. y P X (Genomics) , 
^5#, 8 7 4-8 7 91 ( 1 9 8 9$) , ^Dy-v>^X • ^7* • -tf • :h 
S^g^Jlz-T^x^ — -i"? •+t-fl/y<X-t7'a- IXI- (Proceedings 
of the National Academy of Sciences of the United States of America) , 
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^86i, 2 7 6 6- 2 7 7 01 ( 1 9 8 9^) ) & £ 1 1 £ 0 HMrr 5 d t ^ 
BJ CO 1/ 7° ^ - M 6 n £ 7c ^ CD "7°^ FCDmRNAS£ $j/£t" £ - 

^.mmvw^-w.B'm^tz.^^m^^ y°^- k © m r n a s ©asus ra* 

(i) lE^^-SV^mm^^JH^t hni?L»J#l (0*J*-«\ 5yK ^ 

It^, fc^v, ^->> "f^ -9-;^«tif. «fcO^BU»-tt3fiS*^y 

« TaqManPCR ftt'OfMl^^l^O 5£*-T -5 - <h^T#. Sfr^CO 
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^0,7? u— — > -^ii. 

a h ^fe^^^A Jtmfflffl ( 3 0 ftffifc 4 Bt^fliJ, L < it 3 

( 3 0 ^L3BE £ L < 1 B#r*W«$: t>l2Bi, <fc 0 

if *L-< it 1 PtP^ft^^L 2 4 > 5Ltztemft\&2>^teWimW7>hUZ> 

10 SeJiai^^nS^Hqo l/^^-^SJt^te^COHB^-?^ HOmR N A 

15 -^SK^/c^CO^^y^ HOmRNAl$!ll, flMfrTS £ £££ Off 

B£ CO 1/ -fe y * - m a K £ te^ CO gfl # ^ H CD ^ 3t fi £ ^ b $ ii § ffl £ *T 
20 ^^-^^^CO^^a^^Jn^lt^-tlCctO, GSSM^tSMU-ty^ — 
rtCa 2+ 5£gt. »cAMPM> ffl^cGMPM. -f/> h-JUU> 

*fflnai*3®eKwu ymt. c - f o s co?§ft{b> p 
h co far & £ £ (git -r s s £ ^ (a #n sy-r 5 m 14 & £ ) £ *i & 2 -tt % <t& m . 
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^'14 £ *i3£T S CD^±Tf£#'l4& EM t ITWffi T* $> 3 . 

cd x ^ ij - - > £ ffl v > Ttf b n ^ s £ \tt ^m. * mm®. 
?l» c^^«\ 77K tu/^, -v-frtsi 

iJViTtt, -01:^80. l~10 0mg, S?£L<te8Jl. 0 — 5 Omg, 
e fc0Jf*L<«*?Il. 0~2 0mgT&3. ^«PWJwS#i"S«-&tt. ^© 

&&#J(0JBT«>§#J£A (60kgilT) KiS^TkL — &\Z~D& 
mo. 0 1-3 0mggg. ffSU<S*!jO. 1-2 0mgil§^ 



WO 00/20455 PCT/JP99/05366 



m.^ inrzMmmhizm^ n^m^mmmrimu-r i> z\ hizx-Dxmit-t 

2>ZttfT'&2>c :nb M !l ^3 1+ 5 J5Jc#S 2 tlfe iSffl Oil ^ 

co <£ -5 ft ^ f*m ft ffi^itfc ft if £ £ liSSiiS £ i± 5 ft i* <D IS <D S3?fiJ^S6 
25 h8 0™, HCO-5 0) /«ii:ifffflLTfeJ:K «i^LT«, 

sfc, ±ibti» • femmz. fij.tt^ u >mmmm. & 
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±mu^t^Lx^^\ isa^T^^juc^E^ 

?Lt&$J (Mz-l^ W*r* *=3, -f^, tW<f 

aiz&vmmte&z-t)^ madams* -h&wku&a (60kgiut) ic 

10 -Bl:^0. I~l0 0mg, dfSK^l. 0-5 Omg, 

< kO*f*L<tt*9l. 0~2 0ragm «PW{:S4t5^ii, ^-O 

#JA«\ ft^£iJ<D^TteiI#J&A (60kgtLT) {C*3^T«> -01^^ 
0 1~3 0mgg^ £?£b<m<J0. l~20mggg, ^D^L 
15 <i*mo. i~ l 0mgSS&»MaW»3 e kt)S:-¥-rs<Z)3&^fP-S-t?*s. to 

«\ OT^O^Tttt^^cliHlIB^cD^^^Sl^i^n^^b^^^tC^oTffl 
25 ®AOir7y^i.y7^t<J (WlfML BSfn4 9^ff) 
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■fLcT^ (R^LIs, ^7f-K 101, ^-<^- Fttft^fe, -ErfifcfLirtt, 
JfflJJ&ft c AM P £tfc, nffiJ&I*] c GM P -1 / >' U >^^^, &fflJ&iSI 

mm.nw&nw >m<t. c - f o s^i^b, pHomi^ 

10 U -ty^-^aKlZ^-r^T^-X h) . (D) g£ifflJ!S$!li8tfg1££:Wl /cHMb 
^ U>;bt$5, *^BJc7)U -izy^— S0K{-*t"tST>^^— X h) , (A) 

-Tftfc-£, #fg§SW:, (i) *^<Dl/t7 , 3'-ieJI ! bL< 

£ -tr o {b £ £ /i <7) m (D x y u - - > y 7j & £ fl fitf § o 
^m(DX^7 U — ^r^^&lZ&HTte, (i) £ (ii) (mjl^I&tf^, 

25 ^D^WtCii, #fPJ3te, 

IS L £ 'J # > K *5 «k tmi&f b£r^ & 3fc5&B%C0 l/t7'^-ISSI ll^tt £ 
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©i/t^-ia K^i w-t 5 « * \$.mmm<D&mtt £ -tt m 
m$ \z*$ n % . wm,\s tz u # > k (om u±. -m e ^^-r * $i 

20 7i!^U>l^ i§^lCa 2+ l§l. WcAMPM, »cGM 

£$J£U JttSrTS £?%> 'J #> H £*&W<d l/t7^-iei^ 

t(D^\^mt^^it^^tz\^<D^(D7.^')-^y^m. &£ZS 

&%m?zz£\z&^Tmmm±iz?e&istt&w<Du±.zf?-m&nmz& 
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3D 



mmftc 2L 2+ mm> mmftc amp£j*. ansa 1*9 c gmpm, -r/vb-jt-- 

fgut hoGieiMibt^-iestu # > Hto^siastsA 1 
tiSfflflsaiiii^ & ^ w * * ffl un^'teo — m a n fc^^T o /c » t; , s 

7, 7 U — - > tf~$~ £ n £ H it t: £ o . 

■t 7° ^ - s e SI ch ^ *s £ ffl ^ « it n #f £ $b m & < 7, 7 1 J - zz y * -r s z: «h 

20 X-7 U--> y^tltzWz^^TzizzT. hfrT>$3zzx 

^ <£> 7. ^ i j - - > 7 77 & (d mmi^ t& m & £AT ! I i" & o 

* -r \ ^ <t> x 7 «J - =. y ? tj & \z m ^ & b m <n lz-t -7° ^ - m a £ 
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^li&fiitoA'+aP^'f Jl'XillTo^MiO^ ;U7. (nuclear 
polyhedrosis virus ; NPV) <D^ U a K U ^yot-^-, SV40S*© 

omtm (DWcg. iztn § #&*n <Djs&-c?f -oz-ttfT-zz. m xsr Wamb i , 

P. 6»"tF ^-Jl/-^-y-/K-<^-p^^;U-^rSX h 'J— (J. Biol. Chem. ). 267 
m. 19555 — 19559H. 1992^) \Z&Wl<Dj]mz.V£^ Tfr& t Z 5. 

*^gBjoDHry^— saK^^wt"ssaafla<hbTtt, si/t^-ie« 
m^ia. ^*ffl^^if^f^bti 0 

H&I8##< ^StlSli^^Cl^Srt^o Potter- 
El vehjem^*^^1f-TifflIIS£« J USfTm 7- 'J >ifZfV>^-^ 
UhD> (KinematicattS) <7>«k35Stf$, SWifclCfcSiKlft. 7l/>f7>X 
?S T SPiE b ^ ^ e> jfflflS ^ iffl ^ V X;i/^ ^ i«S di $ ^ S 31 1 lz J; S & £ ?W 
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<fr 73 iz o *Mii£#i cLTffl - oft®. fSJ*.i~ HH?S?R#ifc£i£i£ (5 0 0 
r pm-3 0 0 0 r pm) T^P^ *t) 1 5t~ 1 0 5*) it^L, ±?f *: 

$ o tl^ii ( 1 5 0 0 0 r p m~ 3 0 0 0 0 r p m) X'Mft 3 0:'^2 fcffflm 
<1>U f#6-n-5^<r^li:5ti:^Oc Kaffir* Kte, Sg^iU*: !/-t7*^-g 

i • -t y 9 - m e k m & -3 w r ■ s «h &s ?i n ^ ^ <d u -t ?° y - m & n & m : z . 

1 *aJ5SS£:9 1 0 3 ~ 1 0 8 ^f?c5C5^4fsl < . 1 0 5 - 1 0 7 5*-~P~C'£DO 

stt) aw <fco. y u - : f ^^mm^^n^zu 5 o t?& 

i7 U— ~ >yT£±f2^/D~<3)&^£rf £7c&llte, ^JA«, iliafe l/-fc:7°7 
— "H a K t®5* <h . L U il > K 7&*&ST £> 3 c 

15 ^nil^#OSt4*WT^m^ASil/-fc:^5 7 -^aK®5*^cH^S^ LV^o Z. 

it^^^ffl^otlo. f'JA(£ C 3 H) , [ :25 n . [ 14 C] . [ 35 S"J 
20 & <h* "Tr^iUs $ n/r 'J > H & if #E ueno, 

z> iki?®) (d x 7 u - - > y <&ff & o \z \z. £ r#f£9§ o \/-iz7°?—w;&nm & 
^*rr zmm^ tz\zmm<D&m# £ > 7. y u > y l tc a 777-1:8 

25 -10 (I^b<IipH6~8) CO'Jyi/l-^v-, h'J7-M't777 

- & z (D 1 j # > h 1 1/ -tz y 7 - m b m t <d $g £• $ pi m l u t v \* v 7 7 - x $> 1 1 
i£^mxh<ki^ £fc. immwife&z&mzitzswjx. chaps, t 

we en- 8 0™ (TEE-Th^Xtt) . ->*^h->. ^'^-^->u U— htaii 
<DRmf%ftfil*:>'<v77 — lZliax.2>Z\£hX£2>o $€>I3, 7nf7- fcf{Z«t 
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6 4 (^y^KW^S!!) > ^•7°^37^>7^i: , W7 0 n7"T— izM^J^r^OT 
5. 0. 0 lm 1 ~ 1 Om 1 Hr"7°^ — f^fe. — ^fi ( 5 0 
0 0 c pm~5 0 0 0 0 0 c pm) (DWM Ltz U # > K Sri&fln t , TOC: 1 0 

5 - 4 m~ i o- l °M0iigMfc^£&#3tt5. ^^IW^^i (nsb) 

^0°C^b5 0t:, gl£L< mU4t:^b 3 7°C-£\ |<]2 0^b2 4m 

a cd iri a 777 -t&# l 7tm, # ^ ^ai*fijga£tc:^#-r s a&u?£tt ^ 

7^*1^0^ > MB 0 ) ^bl^IW^^i (NSB) £3H^c#^>K (B 
0 -NSB) SlOO^tUc^f. 4#SW*S^* (B-NSB) ^\ 

jwj >mm^ mmmmtL^wi, imsko'j >mt. c - f o s 

3 ti(iill:Sf $ & a* y y t — Cxi L , li&f fc£ 

mmm\zx-D x^mnmm^ « , m^mmm z> mmm * mu 1x77 
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j 1 7a i j > t> >* t *aa s 6 ■) g ± a £ * 1 * * -t* t & i - *a i ~ *f r £ m ± ?> r p 

§i&fL^#!i:LTte, ^^H. #^T7°^ Fttitim 

B^ftiH^, sfflflsjfiaj?s. ffl^tttB^, si^^fflaj^df^ffl 

10 Tfeck^o 

1. 7^U-->i/fflI^ 
Hanks' Balanced Salt Solution (^7"nt© lc» 0. 0 5 %C7vlfll?f7 

1 2) g m & H * IS s u -t "7° ? - a 

x 1 0 5 i/nTlftb, 3 7°C, 5%C0 2 , 9 5 % a i r T2 BRfligtlLfc 
25 tCOc 

T 1 uMtl^fRTS. 
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(4)'J Jj> FJiM 

oMm&* mfemmmm i m i t 2 ru^b/cm, 490^1 omfemmm®. 

10 £-#j£>ft:b 0 IC 1 0" 3 M<D'J^>KS:5 At 1 1mXX&<, 

f&U#>F£0. 2N NaOH- 1 %SDS«b, 4m 1 

15 5£L/» Percent Maximum Binding (PMB) £ ^ CD ^TCjR 

PMB= [ (B-NSB) / (Bo-NSB) ] X100 
PMB : Percent Maximum Binding 

B : &#£flnA.£:ll#<&ffi 
20 NSB : Non-specific Binding (I^SW^l) 

B o : M^:^^* 

mmftC a 2+ M%&. »cAMP4fic, »cGMPM> -f ^ 
->h->UU >^M£. illlfi^lii. *rtISI©'J >ift- c-fos 
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5 a k ^ & m i • -t y .-^ - g h m t <d * a -fi *: .® 'J> s -tr o i l h & 

- M e K ^ f - *f T & U # > F * T £ £ S f5 14 * # p SB iJ "f S - i: ?5 it? # £ <D T . 

ii ^ o £. ^ © ^ £ T f&^tt & IS g <h L T^" m T & -5 . 

' J # > H £ 4=32 (7) G M G lift & 3!! 1/ -t 7 * - M & K £ CD £r ± *r 2 it 

fLlfctt iMz-t£* 77b> h^v, £>\ -tNUfc 
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43V>T«, — B\Z-D^mo. I~l00mg, ff^K^l- 0~ 5 Omg, 
e tO»SL<«*?Il. 0~2 OmgT&S. ^iiiPWlwK-¥fS^«, ^"^ 

SitS-ffc^ 7>*^— *M ?:^WrS6-a^»"T ; I»*3«t 

ft, §*£>h «^J> mum. msmtez £t<b \z-mz 

&3d. ti7^)vmzE\zmfa^&z\£tfx^%mM?&£isX\$. mxitt? 



WO 00/20455 



64 



PCT/JP99/05366 



v 77 ! J >tf>«k"5 ^it^^J, <*</1- = > K T%^J ftfe^ fc!i^x U — Oct 5 & 
h8 0 TK! , HCO-50) ^fiflffflLTtiiU fat£S£<i: LTte, #'JAi3U 

ife, ±ib^k • fess?pj«, u >K*&*gffi*s. m 

20 ±3iJ&££E-&LT*j<J:l>. H^^n/r£^^tiSS> il^^7>^Atl5t^ 

?LIb«fo <0»J *.(;£', ?"'K tU/v\ 7*3^ ^y, < 3*. 

if) il^LT^to-t^Tt^c 

£\z&ommit&z>i)\ mn&-$<z>m'&> -muzfcx (6 0kgiixi iz 

teUTlt* —UlZ-Dtmo. 1-1 0 Omg, &?£L<l2*tJ 1 . 0~50mg, 
1 #*Ki§* &^?£fe£'tz£oTt>M&o^\ 
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mo. 0 1~3 0ragSS, $?£L<te£jO. l~20mgiS, «fcD$?SL 

5 (9) *%B£(DU±7°?-mmnhL<te^(D%yrf^7°^F%tz\$^<n&0)fe 

io ( i ) *mm<Dmi*£, ^ma^zsnmitu^zy'^-MBnmt^n 

2 , Fab', ^5l^iFabi^^ffl^Tfcj;k *%£W<D 

m^m^ts^mm^m ^ximLtzmmm^ <o n&rzmijz&x&taf. 
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( 1 : 5 1 j . c :31 1 : , [ 3 Hj . : i4 c; uy^m^^n&o ±ih 

-> p - W 3 > y—Z. T)lti')y^7,y-r $ — il . ^ — ^ v — 

^T*>ctu. fifttLTH F'J;Ui\ T#a-7. f+Xh7>, iz;Pn- 
^fcif^iStt^lS^ #U7fb>. *<JT7 <J^75 F\ y'J3>^ 

<h 2^K^U3£Ol!i|j^lIfftec>T^ TO I Iff 7^oT=bctl'L9#r B ^T' 
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10 its. *siis^ic«, mttLT-^mftmtttm^, B/F»^uxf 
-D^xit. mm. f&m£z£&^m-? : bz.z:rfx^z> a*i is 

y^Ayj^t-f) BS*n 4 9 ^It) > Ail HJis n^^^M 
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,gffi, pgfcl 5 3 ^if> . aill.^feoSi rg$^t <£I2J£> 
• B3fP5 7*Mgfr> - SJH^oSi rffl^ft£$J^&. Kg) 

■ m^m^ BSfP 6 2 i^if - , " .* \/ v X ■ < > • X > ->*- (Me t hods 
in ENZYMOLOGY ) J Vol. TOUmmunochemical Techniques (Pari A)) , fiiW Vol. 
5 73 (Immunochemical Techniques (Par t B)K |WJ « Vol. 74 'Immunochemical 
Techniques (Pan 0), |W] » Vol. 84 (Immunochemical Techniques (Par i 
D:Selected Immunoassays'), Vol. 92 (Immunocheir.i cal Techniques (Par i 

E:. Monoclonal Antibodies and General Immunoassay Methods)), fflW Vol. 
121 (Immunochemical Techniques (Part I :Hybridoma Technology and Monoclonal 
10 Antibodies)) (EUi. 5 -y ^ 7>XTO) UE&m = 

(10) ^iaMlcfelt5^fgH^^l-izy^-M6K^^ii^o^^^^ H'co 
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& Z> *5£W (D V -t 7° .7 -m e M £ 7c te^c (D^^-'v 7°^r H (73* £ $ it £fL 

(ii) *%0J(7)l.-t:7°5 7 -me«fcL< W;^-c7)g[^^7^ K£fg*rr5ft2ft& 
5 &{*^£?ML7c^ *fflj©l8&iii#£msftu fflW)i:ttti?.*ii©i' 

£ #f8$ U-t 7 7 -M a M S £ te-?- <Dg|5#^ 7°^- K tf)S £ •£ § £ **j 
(Z)7 7U-->7^^ 

(iii) #fc Vm\Mim(D®M%L, (2)#^cOlil§§, (3)MS^#^L 7c«t> L 

z>z.t\z&z>* mmm\zan^mm^u±7°^-m:om^rz^ 

(iv) *^BJ©^t^-I6S : bt< ^COg^^y^-HSr^^T^^MIH 

>A5?H©5feeap'&v^^fi<k-r s o . aaaaiK±roSE^ >a°7K 

(i) lE^&^ti^m^T^t^t hPi?LK^) (03Afc£. -777^, 7-;h, 7 
-t*-*, h'7~>\ 7*^ 7->, -^Jl/^if. i0«l:tti*7-y 
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rSttSJ (^JA!i\ hU r > X 1 0 0 ™, '7-i'-> 2 0™^ > .liifsrffl^ $ 

Mmtfg'<^£tlZ>Myf<DZ£:$:V>?.. m%i<Zfo&J]&tLT\t. Potter — 
U ho> (Kinenaticatt^) £ "7 L • ^ ^7>7, 

If £>*io. 8BB&R<&#Iit;:W:. #iM'L^^i£^S£§Ei§<D:^T£k £<&3I 

10 r pm~3 0 0 0 r pm) T*gP#[B5 *U 1 ^~ 1 0 fr) jS<i>U ±Tif*r 

$ e> MiM ( 1 5 0 0 0 r p m~ 3 0 0 0 0 r p m) TilS 3 0 2 Bf f^jt 

(i) lE^feol^mS^E^J^t: hni?L^(I«LT, ^JftoUliftSffJ 
25 X M-7^^*-^Ao-^^rHlfl ( 3 Otfffift^L 2 4B#^tN. fills' 12 3 
0 #biJ&(^ b 1 2 P^HfJ, J; 0 t < it 1 f^fl&t > L 6 B#^tu) *. L < 
-^[Bm (3 0^»L3B^ ^l<Kl^f»l^2Bji J: 0 
L < it 1 Bff«UL 2 4 B#pg&) . ££li££3iJ£5 um^&'47 h U 7, 
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10 (Hi) jE^S^tm^^^t h^Lift^J (flIAtf, ^ 
k^S^ I'** J;0I*Wl:tt^7-:/ 

mm^mr-cDm^^ y/^^n^m^m^^^Mit-r^ z.l\zxd, mm 

%f £ jfl v 5 t (5) & <D # =& <h S - i 0 5S 1ST £ - £ T # * o 
^;Hi'J>jEERL «rtCa 2+ li- IWcAMP«> Mf*lcGMP£ 



WO 00/20455 




PCT/JP99/05366 



- f .;, s cAtmt, p h <Di&Tu £*{%mr%m±£tzity\im-t £) 

5 ft: n-ftT 

f L sr^ T * -o x h J; t * . 
I £ £9 ES * ij ift ?£ £ if 3£ $ -tr 5 { £ £ W & , # fg co I - ± y & - m 0 St m <D ± S 

* o x ^ U - - > ^ £ ffl I > T*§ b tl o £ tt^ W & £ 

^O^ollLTtt^n-SraJli^TifiSttTfeSOT, thenar 
?LSb#l 77'r, fcy->\ "7^, "7->> <^ *f)lt£ 

20 if) ;:WLTS4t*:i/j s Tf5. 

£tC«k^£l;i£>5#, -flSWdtfcA (60kgtLT) 

^liTll — 0 l~100rag, £F£L<te#Jl. 0 — 5 Omg, 

25 1 0&#tt!**x-5-*t&, *fr&Kgg. oTt>g&5>#, 
0>J gtt#J«£>fl2Tf;S:®3tfi5cA (BOkgtLT) d&l^Tte, -SC^t 
rftO. 0 1~3 Omgflg?, $?£L<teft0. l~2 0mg*§£, £0fP£L 
<!i^0. 1 ~ 1 0 m g & liiltt: i 0 o O^'ff i^TS o . flU 
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m (D v ir -f *? - m a n & tn& <d t & o , # y & * ffiM^ & if ^ t* m 

10 T-^-So 

n om^w \zvtm bfsit ©Mustek, £ te^rafc £ ©att^J © m 
Tz-ttmumzmm-zzz. muz* m^m^^M^mzutb^ti^^cou 

15 §sfc#J, IKJ&aK ^t?;k £5£3J, ^^^(h'ttfeic— «iz 

20 =i — >7s^— ^ h^#> h- T ^ tiT 3*AC9 J; -5 fefcl o^!K *£iH±-fe 

<D£?t&&MititetoW££&feM£.tz \zmm £ s & £ cDiifit co m^j^ss n 
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-8 0™, HCO-5 0) /^"iifflLTioil-, ifitti&<h I Ti£. R* 

±fH^|$ • i-sMii. {?'J*_t;£\ .Tiiir^J (^JA(s\ U P 

ih&J&if tBH^-L T^cfci^ DS^^tiTtfi^tiii^r. mmf^T^ y°)iiz^m 
mm® mpii^ 7 7h, ^-t^, t^>\ -r^, tr;u& 

15 if) i:^LTfiW:t^f5. 

^o^Tii. -0«£&JO. 1-1 0 Omg, «jF£L< :*#J1 . 0-5 Omg. 

20 1 @S4t!iS^t.}fc, 1tf&KS§§, if (Z.toT^^ 

J.-J0. 0 1-3 0mg?M^ $f£L<tt:S$0. l~2 0mgSS. ck9<r?£l- 

Oiij4tlO«§S*), 6 0 k gia/r DK&liLLfcS£&-^T 5 5. 
25 (12) ^^BjWl-iz7^-MaKt) L< «-?-<7)a5^^y^- h* ££te-r 
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MiM. ®mt. mx/^z-^&n&ft^^mmm^ m%.\£* 7?* 
Y>mmn. 7-t^jvn u >mm. »ca 2 m iiartcAMpm 

%<D 'J >g£lt, c - f o s ©ISttft, p HCOfST^if^ffi^T^^'tt^fctiM 

■So 

(i 3) ^m<DGm^n^^mu-\zy^-mBn^^- ft^dna^wt 

#1 mx\t. 7'^, vtf*, tf+f-^ k7->*, ^« ^~>* 

^n<hl§I^tt^l^^*^^*^^»DNA^^^aT^$-& 
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SET o^chil^ Df-t OTJ££if5 D N A *rWT KJMMtttT S - £ # 

7 > zi ~ 7 h CO 7, 7 : .i — ~ > -j/ffl (Difcttte if i L- Tfffl T 5 . 

TT^Oc ^5gQ^CDDNA^T r 77CDm^4 5 »DNA : bL< liRNA 

*ejmi*5*', « £ ^ « a tf i -3 ck o % m. s n * $e ^ © t-- -t 7° 37 - s e 

I UP AC— I UB Commission on Biochemical Nomenclature lIckoR^S) 

DNA :ft+->'J^S!! 
cDNA : fflMtfJT ; 3-*->U*1£& 
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ATP 
EDTA 
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A 1 a 
Va 1 
Leu 
I 1 e 
S e r 
Th r 
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Me t 
G 1 u 
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L y s 
A r g 
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P h e 
Ty r 
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^5 > 

u imm. 

^^ttV >->=u >^ 

x > ^ ^ >* > H U >^ 

£f'J ->> 
77-> 
A'J > 
□ -f -> > 

-tru > 



3=- a -> > 
hU7>77> 
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: rn i 




A s n 


: T7n/^ ; t> 




G 1 n 


: H Yv7 -H. - 




p G 1 u 


: t' n ^' ] l£ 5. > 


5 


M e 


: ,<- n i 




E t 


: H-H-S 




JD U 


: T 7 )i S 




P h 


: ai 




TC 


: »/iJ >•> - 4 (R) -^M+Iti HS 


10 




T- £ ffl c -n o B&S , f*HIS43 «k U'li^ * TIE o IH^TS 




S5 

"to. 






T o s 


: p - HI 3L>7,)17*—)1 




CHO 


: K)l a U 


15 


B z 1 


: > ; U 




CUBzl 


: 2, 6 ->7uu^>i7)l 



Bom 
Z 

C 1 - z 
B r - Z 
B o c 
DNP 
T r t 
Bum 
Fmo c 
HOB t 
HOOB t 

HON B 



2 - "7 □ ^ >".H ^-^s # — ;i 
t - 7 h=r>^Jl/4-. — ;i« 

-;>'- h D7i y — ;u 
t - T 7 h^v-j^JU 

3 , 4->tKD-3-tHn4 : y-4-^V- 
1 . 2 , 3 - ^ y 7" h U T >- > 
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DC C 



: N, N ' - is is 9 u^\^r is )V~fcis^ 5. H 



[R^m^- : 1 3 

*%w<d\i h&mmGm&mm9im\siz7°-9~mBnhH i 7T213© 

^B^cot h*«^G^SM^^l/-tiy^-^SKhH I 7T213V 
CE?iJ## : 3 ] 

eM^SIl/-t:7°^— IfiShH I 7 T 2 1 3 £3— c DN ACD^^IE 

CS2?iJ#-^ : 4) 

15 ai^fiSUt^-ISShH I 7T 2 1 3V$3-FT5cDNA©M 
C@H^J#-^ : 5 ] 

*%Bmtb&mmGwmnm%mis-t7?--m&nhH 1 1 t 2 1 3 & 

20 ^J^ttkTo 

[@E^J#^- : 6 ) 

*fgW05th**|ff*IGMaS^®:MU-t^-SeKhH I 7T2 1 3 £ 
□ c DNA$r^o-->^T^fcJ6^^fflbrc7°^-1'T-2(7)^SiB 

25 Iiic7)iMnT#e»n/:fIfe^XyiUt7 3 U (Escherichia 
coli)DH5a/p CR I I-hHI 7T2 13ii ¥ 1 0 ^ 9 £ 4 B bil 
ffi^H^xmftt5^»I^XllSt5W3^m (NIBH) fC^K#^-FERM 
BP- 6 4 8 4 tLT, 1 0^6^ 1 9 B^bMHl&A • feSftffSSm ( I 
FO) lcm£#^f I FO 1 6 1 8 7 £ LT3Jf£3ftTV>5. 
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-7 — ■ 9 □ — — > .7 (Molecular cloning) ilSEiSt^lTt ^ o7j Siltfco 7Co 



5 sosm thft^^GiaiMSi/ty^-iei^^-HtscDN- 

t h cDN A (Marathon-Read y ™ cDNA. CLONT 
ECHffl^ilStL. 2I077<?-. 7 7^V-1 (E*iJ## : 5) 4o=t 
XS-^^^^— 2 (§E^J#-5f : 6) ^fflHTP C R£Jft£fr o/ic ^R^HiStt 

10 SR/£i£<DffiJj£te±S2c DNACD 1 O^CD l m&mmt LT&JBU Adva 
nrage cDNA Polymerase Mix (CLONTEC Htt) 
1/5 01, 77°^<-7-l (SS^iJ#^ : 5) *S«ktJf7 p 7'f7-2 (iEJU#*§- : 
6)&&0. 2/iM, dNTPs 2 0 0 /zM, i5«fc^Bil:M©A7 7 7 
-£in*., 25^1 <Z)i£S£Lfc. PCRM^l ® 9 5T: • 1 ® 9 

15 4t:-2 0g», 7 2t • 2#0>-tM£;i/£3IIK © 9 4t- 2 0g>, 6 8*C ■ 
2$t£>-tM ^i^3@, (2) 94t • 2 0#> 6 3. 5 "C • 2 0 6 8 *C • 2 
#2 OSJxDiM :7jl/£ 3 8[s]|§0igL. (D Sf£iZ6 8*C • 7 ft&W&fcfo&ff 
ot.iPCRSWM^^TA^D-->^7 KInvitrog 
e n ft) (^^iZ^l^^T^ K^^ — p CRI KInvi t rogen 

20 tt)^ t^'/? □ — — ^ ^"L7Cc ^n^^lllDH5al:i|AL- cDNASrfc 

2*lOc DNABB^J (IS^J#-^: 3*3«k^E^JS^: 4) :OcDN 
Act 0##m$nSTS /KBSJ'J (SS?iJ## : 1 *3«fctfE?"J#-^ : 2) coe)t> 
25 IS?'J#^ : 1 ^g^lloTS y^J^WT5MGiaiMi^i:7^ 
-MfiK£hHI 7T2 13i^L, @E^iJ#-^ : 2 Ti^ns 7 5 / KiS^'J 
^^WT^fT^G^eK*^I/-t:^^-^aM^hH i 7T 2 1 3Vt^ 

^mo-jt. hmm^^jGmBn^^mu-^y^-mamhH 1 7 t 2 1 3 
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5r3-FT5cDNA (gE£iJ#^ : 3) tf+j-y? n-=->?'-£tlfc7°7 7^ = H 
pCRI I-hHI7T213£> i{£^^77£!~^y^lK (Escherichia 
coli) DH5ai:»Abu : *Jffiffi (Escherichia coli) DH5 

a/pCRI I-hHI 7T213 <M#7Co 

5 

mmm2 hH i 7T2 i zw^cnomuo^m 

m&m i -rftmLtcmmzWkfa e. con dhs «/pcr i i - hH i 7 

T2 13 7°7X5 H • $ h (*r77>&) Sffl^TpCRI 

I-hHI 7 T2 1 3(0^775 KDNASrSUHLfc. CICD^ZS K#£>* 

10 5£yi<DGW:&n#&mu-f7&—m&&hH 1 7 t 2 1 3 £3- K-rs cDNA 

<&*>/^feSffl75*a h*^^^-pcDNA3. 1/V5/His ^^0-z>^LT^ 
yA^^^XS H PCDNA3. l-hHI7T213 £#$&Lfc. -cDcfc 5 (3 ITtlfc 

5 KDNA^HKlfc^ Z.tl&ll)\'7^9 h • b7>X7x^ya>+^h 
15 (7^ytA77Jl/-7y7/Htf^tt) S:ffltii#©7'D bn-JHlf 

CHO dhfrJITOK&ALfc:. T^t)^, 10mg <D DNA £ U ^A^y'JAiO* 
«fc!K«?0Etb> 2 4NFraflOf3 5 x l 0 5 £7ctel x l 0 6 H(D CHO dhfrSHfl&fc 
mmVfzl 0 cmyt-H«bm 1 0%-7y^M^tfMEMa 

mm°vi BmmmL. mw&wsrc&z o. 4mg/mi «G4i8 

20 BRL tt) iSctrJf 1 0%jtW r 7^>^lfiltf ^^B^MEMalgitiiTlg^bTc. MIR 
m*!s*T«mLT<5^ltt£&*fflJ!& (CHO/hHI 7T21 3) ©nn--$lj)?t5: 
ttZcfcO. hHI 7T2 1 3^lCHOiltLt. 
gjRbfchH I 7T 2 1 3^^CHO«^b^S^^l^RNA?:ffltt5Lfc 
TaqMan mzX K> hH I 7 T 2 1 3 <D mRNA S£$I5e • 3 tf-i££^tiJ U7c 0 
25 ^^T^l:^to 
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4780 


8145 




10916 


8956 


12 


44105 


67482 




47085 


65845 


13 
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18033 


20404 
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•t - g a n * tz \tt oi. 

ftS^U * ^ l/T^ F£<a U 5? £ l/T^ He 

5. DNAT^^rt^4l2«W#U^^l/T^H e 

«c<Z)#U 

8. mxm7 tzm<Dtm^? ?-^n&&z^tzmm&mteo 

y * -g a « £ b «6 s - i t. r s §t i tzm.<D g g a mm&m 

1 1. 5f5j<^llB«0G^eK*^Mkiz^-^eK©->-y^JH55t^TO 
1 3. ff^ls2«c0GgeK^MU-t:-7 o ^-meK : bb<^«^3lS«ic 

m a k&ssi — s a ft £ (Dm. 5'j^/>h. 

i4. ti^ii sEtcGiaM^ssni^-iaao'J^^ FSra^b 



WO 00/20455 



84 



PCT/JP99/05366 



5 i6. mj£mitzm<DGm&n&®m'±7°?-M&&hL<\mx&3tm 

crj^^y'^- H L5:c *r*r#S tto U # > H ill *IM 1 IB 

GI6 K^tSM U -ii T 7 ^ — S 6 K £ 7c }i -r <h ©*§£t£ *r£Mt:H o ft 

io <Dgc# ^ h s ^ com. £ wr o - £ £ £ ~9~ s u # > h t m^m 1 

EB$£© G M S K^SHi U -t - M a K * 7c ti^c <h t£ * iSfb $ i± 5 

1 s. if*igi 6tzM(DX7 y-jjmitfzmmmi 7ts«o^^'j- 
20 20. m^m4mmcD^') y y v h*t.'\< x h u >-;^> Kj;iftTi:/\ 

2 2. m>$m4tZmCD^<) y 7 I rt-^F\i£f-te^:CD— &&m*Z>Z t&ftflLt 

23. m^mi ommcDm*&m } ^%z.t&w&t^&immimm<DGWB 
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25. m^rnz 2mmo^m^^mi^^t^mktr^, tmmimmo 
m <d g m e k u-t 7°$ —w a ft o> sggas £ » £ s ft & * © 
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37 VSLVALTGNAVVLWLLGCRMRRNAVS I Y I LNLVAADFLFLSGH I ICS. .. 83 

:| :::: |:::||:| llll! ::!l :l 1 1 : :l :l I 
41 I SPLGFVENG I LLWFLCFRMRRNPFTVY I THLS I AD I SLLFC I F 1 LS I DY 90 

84 . . PLRL I N I RHP I SK 1 LSPVMTFP YF I GLSMLSA I STEROLS I LWP I WYH 131 

:| : :: II :: I I 1 1 : I : I 1 1 : 1 1 1 1 1 : 1 : 1 1 1 1 : 
91 ALDYELSSGHYYT I VTLS VTFLFGYNTGLYLLTA I SVERCLSVLYP I WYR 140 

132 CRRPRYLSSVMCVLLWALSLLRS I LEWMFCDFLFSGADSVWCETSD. ... 1 77 

I : I I : : I : : I : I 1 1 I I I I : : I : : : I : I I : I : II 
141 CHRPKHQSAFVCALLWALSCLVTTMEYVMC. . IDSGEES. . HSQSDCRAV 186 

178 . . FIT I. AWLVFLCVVLCGSSLVLLVRILCGSRKMPLTRLYVTILLTVLV 224 

- ||:| ::||| ::! II :: : : 1 1 : : I : : I : : : 

187 I IFIAILSFLVFTPLMLV. SSTI LVVK I RKNTWASHSSKLY I V I MVT I 1 I 235 

225 FLLCGLPFG I QWALFSR I HLDWKVLFCHVHLVS I FLSALNSSANP 1 1 YFF 274 

II: ::|: : : |: : I:: I ::l : I : : : I : : 1 1 1 1 1 1 : 1 1 1 1 
236 FLIFAMPMRVLYLLYYEY. . . WST. FGNLHNISLLFSTINSSANPFIYFF 281 

275 VGSFRQRQNRQNLKLVLQRALQD. . TPEVDEGGG 306 

III :::: I : : I 1 : 1 1 ll::l h :lhl 
282 VGSSKKKRFRESLKVVLTRAFKDEMQPRRQEGNG 315 
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SEQUENCE LISTING 



<110> Takeda Chemical Industries, Ltd. 

<120> Novel G-Protein Coupled Receptor Protein and its DNA 

<130> A98152 

<150> JP 10-279535 

< 1 5 1 > 1998-10-01 

<160> 6 

<210> 1 

<2 1 1 > 322 

<212> PRT 

<213> Human 

<400> 1 

Met Asp Ser Thr He Pro Val Leu Gly Thr Glu Leu Thr Pro He Asn 

5 10 15 

Gly Arg Glu Glu Thr Pro Cys Tyr Lys Gin Thr Leu Ser Phe Thr Gly 

20 25 30 

Leu Thr Cys He Val Ser Leu Val Ala Leu Thr Gly Asn Ala Val Val 

35 40 45 

Leu Trp Leu Leu Gly Cys Arg Met Arg Arg Asn Ala Val Ser He Tyr 

50 55 60 

He Leu Asn Leu Val Ala Ala Asp Phe Leu Phe Leu Ser Gly His lie 
65 70 75 80 

He Cys Ser Pro Leu Arg Leu He Asn He Arg His Pro He Ser Lys 

85 90 95 

He Leu Ser Pro Val Met Thr Phe Pro Tyr Phe He Gly Leu Ser Met 

100 105 HO 

Leu Ser Ala He Ser Thr Glu Arg Cys Leu Ser He Leu Trp Pro He 
115 120 125 
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Trp Tyr His Cys Arg Arg Pro Arg Tyr Leu Ser Ser Val Met Cys Val 

130 1 35 HO 

Leu Leu Trp Ala Leu Ser Leu Leu Arg Ser He Leu Glu Trp Met Phe 
145 150 155 160 

Cys Asp Phe Leu Phe Ser Gly Ala Asp Ser Val Trp Cys Glu Thr Ser 

165 HO H5 

Asp Phe He Thr lie Ala Trp Leu Val Phe Leu Cys Val Val Leu Cys 

180 185 190 

Gly Ser Ser Leu Val Leu Leu Val Arg He Leu Cys Gly Ser Arg Lys 

195 200 205 

Met Pro Leu Thr Arg Leu Tyr Val Thr He Leu Leu Thr Val Leu Val 

210 215 220 

Phe Leu Leu Cys Gly Leu Pro Phe Gly He Gin Trp Ala Leu Phe Ser 
225 230 235 240 

Arg lie His Leu Asp Trp Lys Val Leu Phe Cys His Val His Leu Val 

245 250 255 

Ser lie Phe Leu Ser Ala Leu Asn Ser Ser Ala Asn Pro He lie Tyr 

260 265 270 

Phe Phe Val Gly Ser Phe Arg Gin Arg Gin Asn Arg Gin Asn Leu Lys 

275 280 285 

Leu Val Leu Gin Arg Ala Leu Gin Asp Thr Pro Glu Val Asp Glu Gly 

290 295 300 

Gly Gly Trp Leu Pro Gin Glu Thr Leu Glu Leu Ser Gly Ser Arg Leu 
305 310 315 320 

Glu Gin 
322 
<210> 2 
<211> 322 
<212> PRT 
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<213> Human 
<400> 2 

Met Asp Ser Thr He Pro Val Leu Gly Thr Glu Leu Thr Pro He Asn 

5 10 15 

Gly Arg Glu Glu Thr Pro Cys Tyr Lys Gin Thr Leu Ser Phe Thr Gly 

20 25 30 

Leu Thr Cys He Val Ser Leu Val Ala Leu Thr Gly Asn Ala Val Val 

35 40 45 

Leu Trp Leu Leu Gly Cys Arg Met Arg Arg Asn Ala Val Ser He Tyr 

50 55 60 

lie Leu Asn Leu Val Ala Ala Asp Phe Leu Phe Leu Ser Gly His He 
65 70 75 80 

He Cys Ser Pro Leu Arg Leu lie Asn lie Arg His Pro He Ser Lys 

85 90 95 

lie Leu Ser Pro Val Met Thr Phe Pro Tyr Phe lie Gly Leu Ser Met 

100 105 110 

Leu Ser Ala He Ser Thr Glu Arg Cys Leu Ser He Leu Trp Pro He 

115 120 125 

Trp Tyr His Cys Arg Arg Pro Arg Tyr Leu Ser Ser Val Met Cys Val 

130 135 140 

Leu Leu Trp Ala Leu Ser Leu Leu Arg Ser He Leu Glu Trp Met Phe 
145 150 155 160 

Cys Asp Phe Leu Phe Ser Gly Ala Asn Ser Val Trp Cys Glu Thr Ser 

165 170 175 

Asp Phe He Thr He Ala Trp Leu Val Phe Leu Cys Val Val Leu Cys 

180 185 190 

Gly Ser Ser Leu Val Leu Leu Val Arg He Leu Cys Gly Ser Arg Lys 
195 200 205 
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Met Pro Leu Thr Arg Leu Tyr Val Thr He Leu Leu Thr Val Leu Val 

210 215 220 

Phe Leu Leu Cys Gly Leu Pro Phe Gly He Gin Trp Ala Leu Phe Ser 
225 230 235 240 

Arg He His Leu Asp Trp Lys Val Leu Phe Cys His Val His Leu Val 

245 250 255 

Ser He Phe Leu Ser Ala Leu Asn Ser Ser Ala Asn Pro He He Tyr 

260 265 270 

Phe Phe Val Gly Ser Phe Arg Gin Arg Gin Asn Arg Gin Asn Leu Lys 

275 280 285 

Leu Val Leu Gin Arg Ala Leu Gin Asp Thr Pro Glu Val Asp Glu Gly 

290 295 300 

Gly Gly Trp Leu Pro Gin Glu Thr Leu Glu Leu Ser Gly Ser Arg Leu 
305 310 315 320 

Glu Gin 

322 
<210> 3 
<211> 969 
<212> DNA 
<213> Human 
<400> 3 

ATGGATTCAA CCATCCCAGT CTTGGGTACA GAACTGACAC CAATCAACGG ACGTGAGGAG 60 
ACTCCTTGCT ACAAGCAGAC CCTGAGCTTC ACGGGGCTGA CGTGCATCGT TTCCCTTGTC 120 
GCGCTGACAG GAAACGCGGT TGTGCTCTGG CTCCTGGGCT GCCGCATGCG CAGGAACGCT 180 
GTCTCCATCT ACATCCTCAA CCTGGTCGCG GCCGACTTCC TCTTCCTTAG CGGCCACATT 240 
ATATGTTCGC CGTTACGCCT CATCAATATC CGCCATCCCA TCTCCAAAAT CCTCAGTCCT 300 
GTGATGACCT TTCCCTACTT TATAGGCCTA AGCATGCTGA GCGCCATCAG CACCGAGCGC 360 
TGCCTGTCCA TCCTGTGGCC CATCTGGTAC CACTGCCGCC GCCCCAGATA CCTGTCATCG 420 
GTCATGTGTG TCCTGCTCTG GGCCCTGTCC CTGCTGCGGA GTATCCTGGA GTGGATGTTC 480 
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TGTGACTTCC TGTTTAGTGG TGCTGATTCT GTTTGGTGTG AAACGTCAGA TTTCATTACA 540 

ATCGCGTGGC TGGTTTTTTT ATGTGTGGTT CTCTGTGGGT CCAGCCTGGT CCTGCTGGTC 600 

AGGATTCTCT GTGGATCCCG GAAGATGCCG CTGACCAGGC TGTACGTGAC CATCCTCCTC 660 

ACAGTGCTGG TCTTCCTCCT CTGTGGCCTG CCCTTTGGCA TTCAGTGGGC CCTGTTTTCC 720 

AGGATCCACC TGGATTGGAA AGTCTTATTT TGTCATGTGC ATCTAGTTTC CATTTTCCTG 780 

TCCGCTCTTA ACAGCAGTGC CAACCCCATC ATTTACTTCT TCGTGGGCTC CTTTAGGCAG 840 

CGTCAAAATA GGCAGAACCT GAAGCTGGTT CTCCAGAGGG CTCTGCAGGA CACGCCTGAG 900 

GTGGATGAAG GTGGAGGGTG GCTTCCTCAG GAAACCCTGG AGCTGTCGGG AAGCAGATTG 960 

GAGCAGTGA 969 
<210> 4 
<211> 969 
<212> DNA 
<213> Human 
<400> 4 

ATGGATTCAA CCATCCCAGT CTTGGGTACA GAACTGACAC CAATCAACGG ACGTGAGGAG 60 

ACTCCTTGCT ACAAGCAGAC CCTGAGCTTC ACGGGGCTGA CGTGCATCGT TTCCCTTGTC 120 

GCGCTGACAG GAAACGCGGT TGTGCTCTGG CTCCTGGGCT GCCGCATGCG CAGGAACGCT 180 

GTCTCCATCT ACATCCTCAA CCTGGTCGCG GCCGACTTCC TCTTCCTTAG CGGCCACATT 240 

ATATGTTCGC CGTTACGCCT CATCAATATC CGCCATCCCA TCTCCAAAAT CCTCAGTCCT 300 

GTGATGACCT TTCCCTACTT TATAGGCCTA AGCATGCTGA GCGCCATCAG CACCGAGCGC 360 

TGCCTGTCCA TCCTGTGGCC CATCTGGTAC CACTGCCGCC GCCCCAGATA CCTGTCATCG 420 

GTCATGTGTG TCCTGCTCTG GGCCCTGTCC CTGCTGCGGA GTATCCTGGA GTGGATGTTC 480 

TGTGACTTCC TGTTTAGTGG TGCTAATTCT GTTTGGTGTG AAACGTCAGA TTTCATTACA 540 

ATCGCGTGGC TGGTTTTTTT ATGTGTGGTT CTCTGTGGGT CCAGCCTGGT CCTGCTGGTC 600 

AGGATTCTCT GTGGATCCCG GAAGATGCCG CTGACCAGGC TGTACGTGAC CATCCTCCTC 660 

ACAGTGCTGG TCTTCCTCCT CTGTGGCCTG CCCTTTGGCA TTCAGTGGGC CCTGTTTTCC 720 

AGGATCCACC TGGATTGGAA AGTCTTATTT TGTCATGTGC ATCTAGTTTC CATTTTCCTG 780 

TCCGCTCTTA ACAGCAGTGC CAACCCCATC ATTTACTTCT TCGTGGGCTC CTTTAGGCAG 840 

CGTCAAAATA GGCAGAACCT GAAGCTGGTT CTCCAGAGGG CTCTGCAGGA CACGCCTGAG 900 



WO 00/20455 




PCT/JP99/05366 



GTGGATGAAG GTGGAGGGTG GCTTCCTCAG GAAACCCTGG AGCTGTCGGG AAGCAGATTG 960 
GAGCAGTGA 969 
<210> 5 
<211> 30 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 5 

GTCGACATGG ATTCAACCAT CCCAGTCTTG 30 
<210> 6 
<211> 30 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

ACTAGTTCAC TGCTCCAATC TGCTTCCCGA 3( 
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